























6.1.1. Early Termination Visit

Patients who are withdrawn before the end of the study will be asked to return to the clinic to
complete the visit 11 (EOS) assessments, as listed in Table 1.

6.1.2. Unscheduled Visits

All attempts should be made to keep patients on the study schedule. Unscheduled visits may be
necessary to repeat testing following abnormal laboratory results, for follow-up of AEs, or for
any other reason, as warranted.

6.2. Study Procedures

6.2.1. Procedures Performed only at the Screening/Baseline Visit

The following procedures will be performed for the sole purpose of determining study eligibility
or characterizing the baseline population: inclusion/exclusion criteria, medical history,
demographics, physical examination, measurements of height and body weight, serum pregnancy
test, and presentation of the informed consents for the main study |

I
6.2.2. Efficacy Procedures

6.2.2.1. Best Corrected Visual Acuity

Visual function of the study eye and the fellow eye will be assessed using the 4M ETDRS
protocol (The Early Treatment Diabetic Retinopathy Study Group 1985) at each study visit,
according to section 6.1. Visual acuity examiners must be certified to ensure consistent
measurement of BCVA, and the examiner should make every effort to remain masked to the
patient’s previous letter scores and to study eye. A detailed protocol for conducting visual acuity
testing and refraction can be found in the study reference manual.

6.2.2.2.  Fluorescein Angiography/Fundus Photography

The anatomical state of the retinal vasculature of the study eye and the fellow eye will be
evaluated by funduscopic examination, FA, and FP at time points according to section 6.1.

Certified photographers will perform FA and FP in both eyes at time points listed in section 6.1.
Fundus and angiographic images will be sent to the independent reading center. The study eye
will be the transit eye. All FA and FP will be archived at the site as part of the source
documentation.

Photographers will be certified by the reading center to ensure consistency and quality in image
acquisition. A detailed protocol for image acquisition and transmission can be found in the study
reference manual.

6.2.2.3. Fundus Autofluorescence

Anatomic characteristics of the retina will also be evaluated using autofluorescence. Certified
photographers will perform FAF at time points listed in section 6.1. Images will be sent to the
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independent reading center. All images will be archived at the site as part of the source
documentation.

Photographers will be certified by the reading center to ensure consistency and quality in image
acquisition. A detailed protocol for image acquisition and transmission can be found in the study
reference manual.

6.2.2.4. Spectral Domain Optical Coherence Tomography

Retinal characteristics will be evaluated using SD-OCT (using a Heidelberg Spectralis, when
possible) at time points according to section 6.1. The same SD-OCT machine must be used for
each patient throughout the study.

Images will be captured and transmitted at the study site by OCT technicians using SD-OCT for
the study eye and fellow eye. Optical coherence tomography images will be sent to the
independent reading center where images for the study eye will be read. All SD-OCTs will be
electronically archived at the study sites as part of the source documentation. Optical coherence
tomography technicians will be certified by the reading center to ensure consistency and quality
in image acquisition. A detailed protocol for acceptable OCT machines and SD-OCT image
acquisition/transmission can be found in the study reference manual.

Details on an optional sub-study evaluation for an exploratory OCT-angiography procedure are
provided in Appendix 1.
6.2.3. Safety Procedures

6.2.3.1.  Vital Signs

Vital signs (temperature, blood pressure, and heart rate) after the patient has been sitting for
5 minutes will be collected at time points according to section 6.1.

6.2.3.2.  Electrocardiogram

A standard 12-lead electrocardiogram (ECG) will be performed at time points according to
section 6.1 and sent to a central reading center for interpretation. Heart rate will be recorded
from the ventricular rate and the PR, QRS, and QT intervals will be recorded. The ECG strips or
reports will be retained with the source.

6.2.3.3. Laboratory Testing

Hematology, blood chemistry, urinalysis, and pregnancy testing samples will be analyzed by a
central laboratory. Detailed instructions for blood sample collection are in the laboratory manual
provided to study sites and can also be found in the study reference manual.
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Samples for laboratory testing will be collected prior to administration of study drug, at time
points according to section 6.1. Tests will include:

Blood Chemistry

Sodium Total protein, serum

Potassium Creatinine

Chloride Blood urea nitrogen (BUN)
Carbon dioxide Aspartate aminotransferase (AST)
Calcium Alanine aminotransferase (ALT)
Glucose Alkaline phosphatase

Albumin Lactate dehydrogenase (LDH)

*(low-density lipoprotein [LDL] and high-density lipoprotein [HDL])

Hematology

Hemoglobin

Hematocrit

Red blood cells (RBCs)
White blood cells (WBCs)
Red cell indices

Platelet count

Urinalysis
Urine Protein:Creatinine Ratio (UPCR)

Color

Clarity

pH

Specific gravity
Ketones

Protein

Other Laboratory Tests

Differential:
Neutrophils
Lymphocytes
Monocytes
Basophils
Eosinophils

Glucose

Blood

Bilirubin
Leukocyte esterase
Nitrite

WBC

Total bilirubin

Total cholesterol*
Triglycerides

Uric acid

Creatine phosphokinase (CPK)

RBC

Hyaline and other casts
Bacteria

Epithelial cells
Crystals

Yeast

All women of childbearing potential will have a serum pregnancy test during screening (a
negative result is required for study eligibility) and a urine pregnancy test at baseline/treatment
day 1. A negative urine pregnancy test is required before treatment is administered. Women of
childbearing potential should continue to be tested for pregnancy (urine pregnancy test) during
the study at every study visit at which treatment is administered (see section 6.1).
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Abnormal Laboratory Values and Laboratory Adverse Events

e All laboratory values must be reviewed by the investigator or authorized designee.

e Significantly abnormal tests must be repeated to confirm the nature and degree of the
abnormality. ~ When necessary, appropriate ancillary investigations should be
initiated. If the abnormality fails to resolve or cannot be explained by events or
conditions unrelated to the study medication or its administration, the medical
monitor must be consulted.

e The clinical significance of an abnormal test value, within the context of the disease
under study, must be determined by the investigator.

Criteria for reporting laboratory values as an AE are provided in section 7.2.5.

6.2.3.4. Intraocular Pressure

Intraocular pressure of both the study eye and fellow eye will be measured at time points
according to section 6.1 using Goldman applanation tonometry or Tono-pen’". Intraocular
pressure will be performed bilaterally pre-dose, and in the study eye post-dose on days of dosing.
The post-dose measurement should be done approximately 30 minutes after administration of
study drug (study eye only). If the IOP is elevated, it should be monitored until it normalizes.
The same method of IOP measurement must be used in each patient throughout the study.

6.2.3.5. Slit Lamp Examination
The anterior eye structure and the ocular adnexa will be examined using a slit lamp at time points
according to section 6.1.

6.2.3.6. Indirect Ophthalmoscopy

Indirect ophthalmoscopy will be performed at time points according to section 6.1; patients’
posterior pole and peripheral retina will be examined by indirect ophthalmoscopy at each study
visit pre-dose (bilateral) and post-dose (study eye) by the investigator. Post-dose evaluation
must be performed immediately after injection (active drug or sham).

6.2.4. Pharmacokinetic and Antibody Procedures

6.2.4.1. Drug Concentration Measurements and Samples

Samples (serum for REGN910, and plasma for aflibercept) for drug concentration will be
collected pre-dose at time points listed in section 6.1.

6.2.4.2. Anti-drug Antibody Measurements and Samples

Serum samples for ADA assessment will be collected pre-dose at time points listed in
section 6.1.
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7. SAFETY DEFINITIONS, REPORTING, AND MONITORING
7.1. Definitions

7.1.1. Adverse Event

An AE is any untoward medical occurrence in a patient administered a study drug which may or
may not have a causal relationship with the study drug. Therefore, an AE is any unfavorable and
unintended sign (including abnormal laboratory finding), symptom, or disease which is
temporally associated with the use of a study drug, whether or not considered related to the study
rug.

[oN

An AE also includes any worsening (ie, any clinically significant change in frequency and/or
intensity) of a pre-existing condition that is temporally associated with the use of the study drug.
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7.1.2.

Serious Adverse Event

An SAE is any untoward medical occurrence that at any dose:

7.2.

7.2.1.

Results in death — includes all deaths, even those that appear to be completely
unrelated to study drug (eg, a car accident in which a patient is a passenger).

Is life-threatening — in the view of the investigator, the patient is at immediate risk of
death at the time of the event. This does not include an AE that had it occurred in a
more severe form, might have caused death.

Requires in-patient hospitalization or prolongation of existing hospitalization.
In-patient hospitalization is defined as admission to a hospital or an emergency room
for longer than 24 hours. Prolongation of existing hospitalization is defined as a
hospital stay that is longer than was originally anticipated for the event, or is
prolonged due to the development of a new AE as determined by the investigator or
treating physician.

Results in persistent or significant disability/incapacity (substantial disruption of
one’s ability to conduct normal life functions).

Is a congenital anomaly/birth defect

Is an important medical event - Important medical events may not be immediately
life-threatening or result in death or hospitalization, but may jeopardize the patient or
may require intervention to prevent 1 of the other serious outcomes listed above (eg,
intensive treatment in an emergency room or at home for allergic bronchospasm;
blood dyscrasias or convulsions that do not result in hospitalization; or development
of drug dependency or drug abuse).

An ocular important medical event may include the following:

— AE that requires either surgical or medical intervention to prevent permanent loss
of vision

— Substantial, unexplained vision loss or an AE that causes substantial vision loss

Recording and Reporting Adverse Events

Adverse Events

The investigator (or designee) will record all AEs that occur from the time the informed consent
is signed until the end of study. Refer to the study reference manual for the procedures to be

followed.

Information on follow-up for AEs is provided in section 7.2.6 Laboratory, vital signs, or ECG
abnormalities are to be recorded as AEs as outlined in section 7.2.5.
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7.2.2. Serious Adverse Events

All SAEs, regardless of assessment of causal relationship to study drug must be reported to the
sponsor (or designee) within 24 hours. Refer to the study reference manual for the procedure to
be followed.

Information not available at the time of the initial report must be documented in a follow-up
report. Substantiating data such as relevant hospital or medical records and diagnostic test
reports may also be requested.

The investigator must promptly report to the Institutional Review Board (IRB)/Ethics Committee
(EC) all unanticipated problems involving risks to patients. This includes death from any cause
and all SAEs related to the use of the study drug. It is recommended that all SAEs be reported to
the IRB/EC, regardless of assessed causality.

In the event the investigator is informed of an SAE after the patient completes the study, the
following will apply:

e SAE with an onset within 30 days of the end of study/early termination visit - the
SAE will be reported to the sponsor. The investigator should make every effort to
obtain follow-up information on the outcome until the event is considered chronic
and/or stable.

e SAE with an onset day greater than 30 days from the end of study/early termination
visit - only fatal SAEs and those deemed by the investigator to be drug-related SAEs
will be reported to the sponsor. The investigator should make every effort to obtain
follow-up information on the outcome of a drug-related SAE until the event is
considered chronic and/or stable.

7.2.3. Other Events that Require Accelerated Reporting

The following events also require reporting to the sponsor (or designee) within 24 hours of
learning of the event:

Symptomatic Overdose of Study Drug: Accidental or intentional overdose of at least
2 times the intended dose of study drug within the intended therapeutic window, if
associated with an AE,

Pregnancy: Although pregnancy is not considered an AE, it is the responsibility of the
investigator to report to the sponsor (or designee), by telephone within 24 hours of
identification, any pregnancy occurring in a female patient or female partner of a
male patient, during the study or within 90 days of the last dose of study drug.
Any complication of pregnancy affecting a female study patient or female partner
of a male study patient, and/or fetus and/or newborn that meets the SAE criteria
must be reported as an SAE. Outcome for all pregnancies should be reported to
the sponsor.

Refer to the study reference manual for the procedures to be followed.
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7.2.4. Reporting Adverse Events Leading to Withdrawal from the Study

All AEs that lead to a patient’s withdrawal from the study must be reported to the sponsor’s
medical monitor within 30 days.

Refer to the study reference manual for the procedures to be followed.

7.2.5. Abnormal Laboratory, Vital Signs, or Electrocardiogram Results

The criteria for determining whether an abnormal objective test finding should be reported as an
AE include:

e the test result is associated with accompanying symptoms, and/or

e the test result requires additional diagnostic testing or medical/surgical intervention,
and/or

e the test result leads to a change in dosing (outside of protocol-stipulated dose
adjustments), discontinuation from the study, significant additional concomitant drug
treatment, or other therapy

e All grade 3 or higher lab abnormalities

Contact the medical monitor in the event the investigator feels that an abnormal test finding
should be reported as an AE, although it does not meet any of the above criteria.

Repeating an abnormal test, in the absence of any of the above conditions, does not constitute an
AE. Any abnormal test result that is determined to be an error does not require reporting as an
AE.

Evaluation of severity of laboratory abnormalities will be assessed according to the scale
outlined in section 7.3.1.

7.2.6. Follow-up

Adverse event information will be collected until the patient’s last study visit.

Serious adverse event information will be collected until the event is considered chronic and/or
stable.

7.3. Evaluation of Severity and Causality

7.3.1. Evaluation of Severity
The severity of AEs will be graded according to the following scale:

e Mild: Does not interfere in a significant manner with the patient’s normal
functioning level. It may be an annoyance. Prescription drugs are not ordinarily
needed for relief of symptoms, but may be given because of personality of the patient.

e Moderate: Produces some impairment of functioning but is not hazardous to health.
It is uncomfortable or an embarrassment. Treatment for symptom may be needed.
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e Severe: Produces significant impairment of functioning or incapacitation and is a
definite hazard to the patient’s health. Treatment for symptom may be given and/or
patient hospitalized.

7.3.2. Evaluation of Causality

Relationship of AEs to Study Drug:

The relationship of AEs to study drug will be assessed by the investigator, and will be a clinical
decision based on all available information. The following question will be addressed:

Is there a reasonable possibility that the AE may have been caused by the study drug?
The possible answers are:

Not Related: There is no reasonable possibility that the event may have been caused by the
study drug

Related: There is a reasonable possibility that the event may have been caused by the
study drug

For a list of factors to consider in assessing the relationship of AEs to study drug, see
Appendix 2.

The sponsor will request information to justify the causality assessment of SAEs, as needed.

Relationship of AEs to Injection Procedure

The relationship of AEs to the injection procedure will be assessed by the investigator, and will
be a clinical decision based on all available information. The following question will be
addressed:

Is there a reasonable possibility that the adverse event may have been caused by the injection
procedure?

The possible answers are:

Not Related: There is no reasonable possibility that the event may have been caused by the
injection procedure

Related: There is a reasonable possibility that the event may have been caused by the
injection procedure

For a list of factors to consider in assessing the relationship of AEs to the injection procedure,
see Appendix 2.

The sponsor will request information to justify the causality assessment of SAEs, as needed.

7.4. Safety Monitoring

The investigator will monitor the safety of study patients at his/her site(s) as per the requirements
of this protocol and consistent with current Good Clinical Practice (GCP). Any questions or
concerns should be discussed with the sponsor in a timely fashion. The sponsor will monitor the
safety data from across all study sites. The medical monitor will have primary responsibility for
the emerging safety profile of the compound. The study monitor will be supported by other
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departments (eg, Pharmacovigilance and Risk Management; Biostatistics and Data
Management). Safety monitoring will be performed on an ongoing basis (eg, individual review
of SAEs) and on a periodic cumulative aggregate basis.

7.5. Investigator Alert Notification

Regeneron (or designee) will inform all investigators participating in this clinical trial, as well as
in any other clinical trial using the same investigational drug, of any SAE that meets the relevant
requirements for expedited reporting (an AE that is serious, unexpected based on the
Investigator’s Brochure, and has a reasonable suspected causal relationship to the
medicinal/study drug).

8. STUDY VARIABLES

8.1. Demographic and Baseline Characteristics

Baseline characteristics will include standard demography (eg, age, race, weight, height, etc),
disease characteristics including medical history, and medication history for each patient.

8.2. Primary and Secondary Endpoints

The primary endpoint in the study is the change from baseline in BCVA measured by the
ETDRS letter score at week 12 through week 36.

The secondary endpoints are:

e Change from baseline in central subfield retinal thickness (CST) at week 12 through
week 36 as measured by SD-OCT

e Change in CNV area from baseline (measured by FA) at week 12 through week 36

e Change in total lesion area from baseline (measured by FA) at week 12 through week
36

8.2.1. Additional Efficacy Endpoints
The additional efficacy endpoints are:

e Proportion of patients with no retinal and/or subretinal fluid at week 12 through week
36

e Time to no retinal and/or subretinal fluid

A more comprehensive list of additional endpoints is captured in the statistical analysis plan.

8.3. Pharmacokinetic Variables

Concentrations of REGN910 in serum and concentrations of free aflibercept, and adjusted bound
aflibercept in plasma will be summarized over time, and at each visit through week 36.
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8.4. Anti-Drug Antibody Variables
Anti-drug antibody variables include status (positive or negative) and titer as follows:

e Total number of patients whose response in the ADA assay is negative at all
timepoints analyzed

e Pre-existing immunoreactivity — defined either as a baseline positive
ADA assay response (pre-dose at visit 1 or 2) with all post-dose ADA assay results
negative, or a baseline positive assay response with all post-dose ADA assay
responses less than 4-fold over baseline titer levels

e Treatment-emergent positive ADA response - defined as any post-dose positive ADA
assay response when there is no baseline positive ADA response

e Treatment-boosted positive ADA response - defined as any post-dose positive ADA
response that is at least 4-fold over baseline titer levels when baseline results are
positive

e Titer values

e Titer category
— Low (titer <1,000)
— Moderate (1,000< titer <10,000)
— High (titer >10,000)

9. STATISTICAL PLAN

This section provides the basis for the statistical analysis plan (SAP) for the study. The SAP
may be revised during the study to accommodate amendments to the clinical study protocol and
to make changes to adapt to unexpected issues in study execution and data that may affect the
planned analyses. The final SAP will be issued before the database is locked.

Analysis variables are listed in section &.

9.1. Statistical Hypothesis

Formal hypothesis testing will not be performed.

9.2. Justification of Sample Size

The sample size calculation is based on the change from baseline in BCVA by ETDRS letter
score at week 12 in 2 comparisons: 3 mg:2 mg REGN910-3 (group 1) versus 2 mg IAI alone
(group 3), and 6 mg:2 mg REGN910-3 (group 2) versus 2 mg IAI alone (group 3). The sample
size was also determined based on the planned re-randomization of groups 2 and 3 at week 12.
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Assuming that the change in BCVA at week 12 compared to baseline is normally distributed, a
true difference in the mean change of BCVA of 5 letters and an expected standard deviation (SD)
of 11 letters for each group comparison of REGN910-3 and [AI, a sample size of 52 patients in
group 1 (3 mg:2 mg REGN910-3), 104 patients in group 2 (6 mg: 2 mg REGN910-3), and 156
patients in group 3 (2 mg IAI alone) will be needed to provide at least 80% probability that the
95% confidence interval for the treatment difference will exclude 0. The assumption of the mean
(SD) difference between groups 1 and 2 is based on the results from completed AMD studies
(VIEW 1 and VIEW 2). A drop-out rate of approximately 15% was considered, resulting in 60,
120, and 180 patients for groups 1, 2, and 3, respectively.

The sample size calculation was computed using the 2-group Satterthwaite (Moser 1989) t-test of
unequal sample size of ratio at 1:2:3 by clinical assumption with equal variances using the
commercial software nQuery Advisor 7.0.

9.3. Analysis Sets

9.3.1. Efficacy Analysis Sets

Full Analysis Set: The full analysis set (FAS) will include all randomized patients who received
any study treatment, have a baseline measurement of BCVA, and at least 1 post-baseline
assessment of BCVA.

The FAS will be used to evaluate all efficacy variables at week 12 through week 36. The
analysis on the FAS will be performed according to the treatment assigned at baseline (as
randomized). The week 36 analysis will be peformed according to the treatment assigned (as
randomized) at week 12 for group 2 (REGN910-3 high-dose) and group 3 (IAI alone), or at
baseline for group 1 (REGN910-3 low dose). Patients who are not re-randomized will be
analyzed by their treatment group assigned at baseline.

FAS Secondary Randomization Set: This set will include all patients in the FAS who had
completed the study through week 12, had received any study treatment after re-randomization
(for patients in group 2 [REGN910-3 high-dose] and group 3 [IAI alone]), or after week 12 (for
patients in group 1 [REGN910-3 low-dose]), and had at least 1 post-week 12 assessment of
BCVA. The analysis on the “FAS Secondary Randomization” will be performed according to
the treatment assigned (as randomized) at week 12 for group 2 (REGN910-3 high-dose), and
group 3 (IAI alone), or at baseline for group 1 (REGN910-3 low-dose).

For efficacy analyses at week 36, the “FAS Secondary Randomization Set” will also be used.

9.3.2. Safety Analysis Set

The safety analysis set (SAF) includes all randomized patients who received any study drug; it is
based on the treatment received (as treated). Treatment compliance/administration and all
clinical safety variables will be analyzed using the SAF.

9.3.3. Pharmacokinetic Analysis Set

The pharmacokinetic (PK) population includes all treated patients who received any study drug
and who had at least 1 non-missing result for drug concentration following the first dose of study
drug.
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9.34. Anti-drug Antibody Analysis Set

The ADA population will include all treated patients who received any study drug and who had a
reportable result for ADA following the first dose of study drug. The ADA analysis will be
based on all treatments actually received (as treated).

9.4. Patient Disposition
The following will be provided:

e The total number of screened patients: met the inclusion criteria regarding the target
indication and signed the ICF

e The total number of randomized patients: received a randomization number

e The total number of patients at the re-randomization at week 12 for group 2 and
group 3

e The total number of patients in each analysis set (eg, FAS, provided in section 9.3)

e The total number of patients who discontinued the study before weeks 12 and 36,
with reasons for discontinuation

e A listing of patients treated but not randomized, and patients randomized but not
treated, based on both the initial randomization and the re-randomization at week 12

e A listing of patients who discontinued from the study, along with reasons for
discontinuation

e A listing of patients who received additional treatment in the study eye, including the
total number of additional treatments and the visits at which they receivd additional
treatment

e A listing of major protocol deviations

9.5. Statistical Methods

The statistical methods summarized in this section outline the plan for data analysis of this study.
A final and complete SAP will be provided prior to the unmasking of the data.

Unless stated otherwise, all variables will be analyzed descriptively with appropriate statistical
methods: continuous variables by sample statistics (ie, mean, SD, median, quartiles, minimum,
and maximum) and categorical variables by frequencies and percentages.

In this study, the eligible patients will be initially randomized at day 1, and then a
re-randomization will occur at week 12 for those patients in groups 2 and 3. The treatment
groups will be assigned at each randomization as described in section 3.1.

In general, data will not be imputed for the safety analysis. Efficacy analysis imputations will
use the last observation carried forward (LOCF) procedure for patients in analysis populations as
described section 9.3.1. Sensitivity analyses on the primary endpoint will be performed to assess
the effect of missing data. Details will be described in the SAP and finalized before database
lock. All statistical analyses will be performed using Statistical Analysis System (SAS); the
version used will be specified in the SAP.
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9.5.1. Demography and Baseline Characteristics

Demographic variables and baseline characteristics will be summarized by the treatment groups
for each randomization for the SAF, and the “FAS Secondary Randomization” populations,
depending on the type of data. Medical history will be coded by Medical Dictionary for
Regulatory Affairs (MedDRA®) codes and prior and concomitant medications by the Anatomical
Therapeutic Chemical codes of the World Health Organization Drug Dictionary. No formal
comparison between treatment groups will be conducted.

9.5.2. Efficacy Analyses

Efficacy analyses of all the efficacy variables at week 12 defined in section 8.2 will be conducted
using the FAS population, and at week 36 wusing both the FAS and the
“FAS Secondary Randomization” populations. The analysis on the FAS will be performed
according the treatment assigned at baseline (as randomized). The week 36 analysis will be
performed according to the treatment assigned (as re-randomized) at week 12 for group 2
(REGNO910-3 high-dose), and group 3 (IAI alone), or at baseline for group 1 (REGN910-3 low-
dose). Patients who are not re-randomized will be analyzed by the treatment assigned at
baseline.

9.5.2.1. Primary Efficacy Analysis

The efficacy analysis for the primary efficacy endpoint will be the comparison between the
REGNO910-3 and IAI groups in the mean change in BCVA from baseline to week 12 through
week 36. An analysis of covariance model with treatment as the main effect and baseline BCVA
measurement as covariates will be employed to calculate the least squares mean and the 2-sided
95% confidence interval of the treatment difference. For patients receiving additional treatment,
their assessments will be censored from the next visit after the first additional treatment. Missing
values on or before the visit receiving additional treatment will be imputed using the LOCF
procedure.

9.5.2.2.  Secondary Efficacy Analysis

Additional comparisons will be made between the REGN910-3 and IAI groups with respect to
the secondary efficacy variables, as described in section 8.2.

e Change from baseline in CST at week 12 through week 36
e Change in CNV area from baseline at week 12 through week 36
e Change in total lesion area from baseline at week 12 through week 36

The analysis of the secondary endpoints will be performed using the same methodology as for
the analysis of the primary efficacy endpoints described in section 9.5.2.1.

9.5.2.3. Additional Efficacy Analyses

Additional comparisons will be made between the REGN910-3 and IAI groups with respect to
the additional efficacy variables, as described in section 8.2.1.

e Proportion of patients with no retinal and/or subretinal fluid at week 12 through week
36
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e Time to no retinal and/or subretinal fluid

For the categorical additional efficacy variable, a 2-sided 95% confidence interval using normal
approximation for the treatment difference will be provided. Time-to-event data will be
analyzed using the Kaplan-Meier method. A complete list of additional efficacy variables will
be included in the SAP.

9.5.3. Safety Analysis

9.5.3.1. Adverse Events

Definitions

Safety variables will be summarized for the period from baseline/day 1 to the end of the study
(week 36).

A treatment-emergent adverse event (TEAE) is defined as an event (or an exacerbation of a
pre-existing event) that is observed or reported after the first, and not later than 30 days, after the
last administration of study medication.

Analysis

All AEs reported in this study will be coded using the currently available version of the
MedDRA. Coding will be to lowest level terms. The verbatim text, the preferred term (PT), and
the primary system organ class (SOC) will be listed.

Summaries of all TEAEs by treatment group will include:
e The number (n) and percentage (%) of patients with at least | TEAE by SOC and PT

e TEAEs by severity (according to the grading scale outlined in section 7.3.1),
presented by SOC and PT

e TEAEs by relationship to treatment, and injection procedure (related, not related),
presented by SOC and PT

Deaths and other SAEs will be listed and summarized by treatment group.

Treatment-emergent adverse events leading to permanent treatment discontinuation will be listed
and summarized by treatment group.

9.5.3.2.  Other Safety

Vital Signs

Vital signs (body temperature, blood pressure, and heart rate) will be summarized by baseline
and change from baseline to each scheduled assessment time with descriptive statistics.

Laboratory Tests

Laboratory test results will be summarized by baseline and change from baseline to each
scheduled assessment time with descriptive statistics.
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Number and percentage of patients with a potentially clinically significant value (PCSV) at any
post-randomization time point will be summarized for each clinical laboratory test.

Shift tables based on baseline normal/abnormal and other tabular and graphical methods may be
used to present the results for laboratory tests of interest.

Listings will be provided with flags indicating the out of laboratory range values.

9.5.3.3. Treatment Exposure

Exposure to study drug will be examined for each patient. The total number of treatments
administered and duration of the treatment for each patient in the study will be analyzed and
summarized using descriptive statistics by treatment group through week 12 and week 36.

9.5.3.4. Treatment Compliance

Compliance with protocol-defined study medication through week 12 and week 36 will be
calculated as follows:

Treatment compliance = (Number of injections received through a given week/number of
planned injections during period of participation in the study through the given week) x 100%.
9.5.3.5. Additional Treatment

Beginning at week 12, if, in the investigator’s judgement, the patient cannot adhere to the
protocol-specified dosing interval due to persistent or worsening disease and requires an interim
injection, the patient may receive additional treatment. Patients will receive 1Al 2 mg if it is
determined that additional treatment will be administered. Additional treatment will be
summarized as follows:

e Total number of patients that received additional treatment by treatment group
e Total number of injections given as additional treatment to each treatment group
beginning at week 12
9.54. Analysis of Drug Concentration Data

The concentrations of REGN910 in serum, and concentrations of free aflibercept and adjusted
bound aflibercept in plasma will be analyzed to include descriptive statistics at each sampling
time.

No formal statistical analysis will be performed.

9.5.5. Analysis of Anti-drug Antibody Data

Listings of ADA positivity titers presented by patient, time point and dose group will be
provided. Prevalence of pre-existing treatment-emergent and treatment-boosted ADA will be
assessed as absolute occurrence (N) and percent of patients (%), grouped by study cohorts.

The influence of ADAs on individual drug concentration over time profiles will be evaluated.
Assessment of ADAs on safety and efficacy may be provided.
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9.6. Additional Statistical Data Handling Conventions
The following analysis and data conventions will be followed:
Definition of baseline:
e The baseline assessment is defined as the latest, valid, pre-dose assessment
Definition of baseline at week 12:

e For efficacy analyses after week 12, the new baseline is defined as the measurement
at week 12

General rules for handling missing data:

e Rules for handling missing data for efficacy assessments are addressed in
Section 9.5.2.1.

e [f the start date of an AE or concomitant medication is incomplete or missing, it will
be assumed to have occurred on or after the intake of study medication, except if an
incomplete date (eg, month and year) clearly indicates that the event started prior to
treatment. If the partial date indicates the same month or year of the intake of study
medication date, then the start date by the study medication intake date will be
imputed, otherwise, the missing day or month by the first day or the first month will
be imputed.

e No imputations for missing laboratory data, ECG data, vital sign data, or physical
examination data will be made.

Visit windows:

e Assessments taken outside of protocol allowable windows will be displayed
according to the case report form (CRF) assessment recorded by the investigator.

Unscheduled assessments:

e [Extra assessments (laboratory data or vital signs associated with non-protocol clinical
visits or obtained in the course of investigating or managing AEs) will be included in
listings, but not summaries. If more than 1 laboratory value is available for a given
visit, the first observation will be used in summaries and all observations will be
presented in listings.

9.7. Statistical Considerations Surrounding the Premature Termination
of a Study

If the study is terminated prematurely, only those parameters required for the development
program and/or reporting to regulatory authorities will be summarized. Investigator and sponsor
responsibilities surrounding the premature termination of a study are presented in section 15.1.
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10. DATA MANAGEMENT AND ELECTRONIC SYSTEMS

10.1. Data Management

A data management plan specifying all relevant aspects of data processing for the study
(including data validation, cleaning, correcting, releasing) will be maintained and stored at
Regeneron.

A medical coding plan will specify the processes and the dictionary used for coding. All data
coding (eg, AEs, baseline findings, medication, medical history/surgical history/ophthalmic
history) will be done using internationally recognized and accepted dictionaries.

The CRF data for this study will be collected with an electronic data capture (EDC) tool RAVE.

10.2. Electronic Systems

Electronic systems that may be used to process and/or collect data in this study will include the
following:

e [VRS/IWRS system — randomization, study drug supply
e Medidata RAVE EDC system — data capture
e SAS — statistical review and analysis

e ARGUS - a pharmacovigilance and clinical safety software system

11. STUDY MONITORING

11.1. Monitoring of Study Sites

The study monitor and/or designee (eg, CRO monitor) will visit each site prior to enrollment of
the first patient, and periodically during the study. In accordance with ICH guidelines, the
monitor will compare the CRF entries with the appropriate source documents. Additional review
may include, but is not limited to, patient ICFs, documentation of patient recruitment and
follow-up, AEs, SAEs, and concomitant therapy; as well as records of study drug dispensing,
compliance, and accountability. A copy of the drug dispensing log must be provided to the
sponsor upon request.

11.2. Source Document Requirements

Investigators are required to prepare and maintain adequate and accurate patient records (source
documents).

The investigator must keep all source documents on file with the CRF (throughout this protocol,
CRF refers to either a paper CRF or an electronic CRF). Case report forms and source
documents must be available at all times for inspection by authorized representatives of the
sponsor and regulatory authorities.
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11.3. Case Report Form Requirements

Study data obtained in the course of the clinical study will be recorded on electronic CRFs by
trained site personnel. A CRF must be completed for each and every patient enrolled in the
study. After review of the clinical data for each patient, the investigator must provide an
electronic signature. A copy of each CRF page is to be retained by the investigator as part of the
study record and must be available at all times for inspection by authorized representatives of the
sponsor and regulatory authorities.

Corrections to the CRF will be entered in the CRF by the investigator or an authorized designee.
All changes, including date and person performing corrections, will be available via the audit
trail, which is part of the system. For corrections made via data queries, a reason for any
alteration must be provided.

12. AUDITS AND INSPECTIONS

This study may be subject to a quality assurance audit or inspection by the sponsor or regulatory
authorities. Should this occur, the investigator is responsible for:

e Informing the sponsor of a planned inspection by the authorities as soon as
notification is received, and authorizing the sponsor’s participation in the inspection

e Providing access to all necessary facilities, study data, and documents for the
inspection or audit

e Communicating any information arising from inspection by the regulatory authorities
to the sponsor immediately

e Taking all appropriate measures requested by the sponsor to resolve the problems
found during the audit or inspection

Documents subject to audit or inspection include but are not limited to all source documents,
CRFs, medical records, correspondence, ICFs, IRB/EC files, documentation of certification and
quality control of supporting laboratories, and records relevant to the study maintained in any
supporting pharmacy facilities. Conditions of study material storage are also subject to
inspection. In addition, representatives of the sponsor may observe the conduct of any aspect of
the clinical study or its supporting activities both within and outside of the investigator's
institution.

In all instances, the confidentiality of the data must be respected.

13. ETHICAL AND REGULATORY CONSIDERATIONS

13.1. Good Clinical Practice Statement

It is the responsibility of both the sponsor and the investigator(s) to ensure that this clinical study
will be conducted in accordance with the ethical principles that have their origin in the
Declaration of Helsinki, and that are consistent with the ICH guidelines for GCP and applicable
regulatory requirements.
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13.2. Informed Consent
The principles of informed consent are described in ICH guidelines for GCP.

The ICF used by the investigator must be reviewed and approved by the sponsor prior to
submission to the appropriate IRB/EC. A copy of the IRB/EC-approved ICF and documentation
of approval must be provided to the sponsor before study drug will be shipped to the study site.

It is the responsibility of the investigator or designee (if acceptable by local regulations) to obtain
written informed consent from each patient prior to his/her participation in the study and after the
aims, methods, objectives, and potential hazards of the study have been explained to the patient
in language that he/she can understand. The ICF should be signed and dated by the patient and
by the investigator or authorized designee who reviewed the ICF with the patient.

e Patients who can write but cannot read will have the ICF read to them before signing
and dating the ICF.

e Patients who can understand but who can neither write nor read will have the ICF
read to them in presence of an impartial witness, who will sign and date the ICF to
confirm that informed consent was given.

The original ICF must be retained by the investigator as part of the patient's study record, and a
copy of the signed ICF must be given to the patient.

If new safety information results in significant changes in the risk/benefit assessment, the ICF
must be reviewed and updated appropriately. All study patients must be informed of the new
information and provide their written consent if they wish to continue in the study. The original
signed revised ICF must be maintained in the patient’s study record and a copy must be given to
the patient.

13.3. Patient Confidentiality and Data Protection

The investigator must take all appropriate measures to ensure that the anonymity of each study
patient will be maintained. Patients should be identified by a patient identification number, only,
on CRFs or other documents submitted to the sponsor. Documents that will not be submitted to
the sponsor (eg, signed ICF) must be kept in strict confidence.

The patient's and investigator's personal data, which may be included in the sponsor database,
will be treated in compliance with all applicable laws and regulations. The sponsor shall take all
appropriate measures to safeguard and prevent access to this data by any unauthorized third

party.
13.4. Institutional Review Board/Ethics Committee

An appropriately constituted IRB/EC, as described in ICH guidelines for GCP, must review and
approve:

e The protocol, ICF, and any other materials to be provided to the patients
(eg, advertising) before any patient may be enrolled in the study
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e Any amendment or modification to the study protocol or ICF before implementation,
unless the change is necessary to eliminate an immediate hazard to the patients, in
which case the IRB/EC should be informed as soon as possible

e Ongoing studies on an annual basis or at intervals appropriate to the degree of risk
In addition, the IRB/EC should be informed of any event likely to affect the safety of patients or
the continued conduct of the clinical study.

A copy of the IRB/EC approval letter with a current list of the IRB/EC members and their
functions must be received by the sponsor prior to shipment of drug supplies to the investigator.
The approval letter should include the study number and title, the documents reviewed, and the
date of the review.

Records of the IRB/EC review and approval of all study documents (including approval of
ongoing studies) must be kept on file by the investigator.

14. PROTOCOL AMENDMENTS

The sponsor may not implement a change in the design or operation of the protocol or ICF
without an IRB/EC-approved amendment.

15. PREMATURE TERMINATION OF THE STUDY OR
CLOSE-OUT OF A SITE

15.1. Premature Termination of the Study

The sponsor has the right to terminate the study prematurely. Reasons may include efficacy,
safety, or futility, among others. Should the sponsor decide to terminate the study, the
investigator(s) will be notified in writing.

15.2. Close-out of a Site

The sponsor and the investigator have the right to close-out a site prematurely.

Investigator’s Decision

The investigator must notify the sponsor of a desire to close-out a site in writing, providing at
least 30 days’ notice. The final decision should be made through mutual agreement with the
sponsor. Both parties will arrange the close-out procedures after review and consultation.

Sponsor’s Decision

The sponsor will notify the investigator(s) of a decision to close-out a study site in writing.
Reasons may include the following, among others:

e The investigator has received all items and information necessary to perform the
study, but has not enrolled any patient within a reasonable period of time

e The investigator has violated any fundamental obligation in the study agreement,
including but not limited to, breach of this protocol (and any applicable amendments),
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breach of the applicable laws and regulations, or breach of any applicable ICH
guidelines

e The total number of patients required for the study are enrolled earlier than expected

In all cases, the appropriate IRB/EC and Health Authorities must be informed according to
applicable regulatory requirements, and adequate consideration must be given to the protection
of the patients’ interests.

16. STUDY DOCUMENTATION

16.1. Certification of Accuracy of Data

A declaration assuring the accuracy and content of the data recorded on the CRFs must be signed
by the investigator. This certification form accompanies each set of CRFs. The signed form will
be provided to the sponsor with the final set of CRFs for each patient.

16.2. Retention of Records

The investigator must retain all essential study documents, including ICFs, source documents,
investigator copies of CRFs, and drug accountability records for at least 15 years following the
completion or discontinuation of the study, or longer if a longer period is required by relevant
regulatory authorities. The investigator must consult with the sponsor before discarding or
destroying any essential study documents following study completion or discontinuation.
Records must be destroyed in a manner that ensures confidentiality.

If the investigator's personal situation is such that archiving can no longer be ensured, the
investigator must inform the sponsor and the relevant records will be transferred to a mutually
agreed-upon destination.

17. CONFIDENTIALITY

Confidentiality of information is provided as a separate agreement.

18. FINANCING AND INSURANCE

Financing and insurance information is provided as a separate agreement.

19. PUBLICATION POLICY

The publication policy is provided as a separate agreement.
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21. INVESTIGATOR’S AGREEMENT

I have read the attached protocol: A Randomized, Double-Masked, Active-Controlled, Phase 2
Study of the Efficacy, Safety, and Tolerability of Repeated Doses of Intravitreal REGN910-3 in
Patients with Neovascular, Age-Related Macular Degeneration, and agree to abide by all
provisions set forth therein.

I agree to comply with the current International Conference on Harmonisation Guideline for
Good Clinical Practice and the laws, rules, regulations, and guidelines of the community,
country, state, or locality relating to the conduct of the clinical study.

I also agree that persons debarred from conducting or working on clinical studies by any court or
regulatory agency will not be allowed to conduct or work on studies for the sponsor or a
partnership in which the sponsor is involved. I will immediately disclose it in writing to the
sponsor if any person who is involved in the study is debarred, or if any proceeding for
debarment is pending, or, to the best of my knowledge, threatened.

This document contains confidential information of the sponsor, which must not be disclosed to
anyone other than the recipient study staff and members of the IRB/EC. I agree to ensure that
this information will not be used for any purpose other than the evaluation or conduct of the
clinical investigation without the prior written consent of the sponsor.

(Signature of Investigator) (Date)

(Printed Name)
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APPENDIX 2. FACTORS TO CONSIDER IN ASSESSING THE
RELATIONSHIP OF ADVERSE EVENTS TO STUDY
DRUG OR INJECTION PROCEDURE

Is there a reasonable possibility that the event may have been caused by the study drug or
injection procedure?

No:
e due to external causes such as environmental factors or other treatment/s being
administered
e due to the patient’s] disease state or clinical condition
e do not follow a reasonable temporal sequence following the time of administration of
the dose of study drug or injection procedure
¢ do not reappear or worsen when dosing with study drug or injection procedure is
resumed
e are not a known response to the study drug or injection procedure based upon
pre-clinical data or prior clinical data
Yes:

e could not be explained by environmental factors or other treatment/s being
administered

e could not be explained by the patient’s disease state or clinical condition

e follow a reasonable temporal sequence following the time of administration of the
dose of study drug or injection procedure

e resolve or improve after discontinuation of study drug or injection procedure
e reappear or worsen when dosing with study drug or injection procedure is resumed

e are known to be a response to the study drug or injection procedure based upon
pre-clinical data or prior clinical data

NOTE: This list is not exhaustive.
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Signature of Sponsor’s Responsible Officers

(Scientific/Medical Monitor, Regulatory Representative, Clinical Study Team Lead, and
Biostatistician)

To the best of my knowledge, this report accurately describes the conduct of the study .

Study Title: A Randomized, Double-Masked, Active-Controleed Phase 2 Study of the
Efficacy, Safety, and Tolerability of Repeated Doses of Intravitreal
REGNO910-3 in Patients with Neovascular Age-Related Macular
Degeneration

Protocol Number: REGN910-3-AMD-1517.03

See appended electronic signature page

Sponsor’s Responsible Scientific/Medical Monitor

See appended electronic signature page

Sponsor’s Responsible Regulatory Representative

See appended electronic signature page

Sponsor’s Responsible Clinical Study Team Lead

See appended electronic signature page

Sponsor’s Responsible Biostatistician
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